Background to and basic policy in the development of the JSGE Clinical Practice Guidelines 2014
The Japanese Society of Gastroenterology (JSGE) had already published its guidelines on six diseases, namely, gastroesophageal reflux disease (GERD), peptic ulcer disease, liver cirrhosis, Crohn's disease, gallstone disease, and chronic pancreatitis, in Japanese, and distributed them, together with their sister versions for laypeople, to its members. These guidelines are sold in bookstores, widely used even by people who are not JSGE members, and the contents are often cited in other publications. Considering the need and importance of having proper guidelines on the so-called common diseases, JSGE conducted a questionnaire survey on JSGE councilors to collect their views on priority diseases for which additional guidelines should be developed, and decided to prepare additional guidelines for functional gastrointestinal disorder, colorectal polyp, and NAFLD/NASH. In the subsequent process of developing the guidelines, it was further decided that two separate guidelines, one for functional dyspepsia (FD) and the other for irritable bowel syndrome (IBS), should be developed for functional gastrointestinal disorders. Therefore, the second series of JSGE guidelines (JSGE Clinical Practice Guidelines 2014; Japanese version) was published, covering a total of four diseases.
In the first series of the guidelines for the six diseases, JSGE asked related societies to recommend members who will make up the guidelines' writing and assessment committees, and asked the recommended persons to join the writing committee. The JSGE Clinical Practice Guidelines 2014 were developed with the strengthened cooperation of societies closely related to each of the covered diseases, with JSGE forming the core. In other words, the guidelines on functional gastrointestinal disorders were developed with the cooperation of the Japanese Gastroenterological Association and the Japanese Society of Neurogastroenterology; the guidelines on colorectal polyp, with the cooperation of the Japanese Gastroenterological Association, the Japanese Society of Gastrointestinal Cancer Screening, Japan Gastroenterological Endoscopy Society, the Japan Society of Coloproctology, and the Japanese Society for Cancer of the Colon and Rectum; and the guidelines on NAFLD/NASH, with the cooperation of the Japan Society of Hepatology. We would like to express our sincere appreciation to these societies. While a wide variety of guidelines are being developed today, it is truly significant to have multiple specialist societies working together, based on shared understanding, to prepare the guidelines for common diseases for the benefit of daily clinical practice. It is hoped that such a collaborative approach by related societies continues to be adopted in the future in an effort to prevent discrepancies between different guidelines.
As in the first series of the guidelines, interim reports and presentation of the final draft guidelines for the second series were made at the JSGE general meetings and annual meetings to promote the exchange of opinions among JSGE members. In addition, the society sought public comments on its website, ensuring transparency and openness of the writing process. However, as for the public comment on the website, the public commenting system was not sufficiently user-friendly, and the commenting period not sufficiently long for canvassing diverse opinions. Even after the publication of the guidelines, there is a need to improve the system so that questions, opinions, and new findings can be collected and reflected in the guidelines.
For the level of evidence and strength of recommendations in the JSGE Clinical Practice Guidelines 2014, we decided to adopt systematic concepts advocated by the GRADE (The Grading of Recommendations Assessment, Development and Evaluation) Working Group. The GRADE system does not merely decide the strength of recommendations from available evidence, but also takes into consideration the recommendations' benefits to patients and costs. Even in randomized controlled trials, the system requires the assessment of the level of quality of evidence to be adjusted depending on the methodology used in the trials. Therefore, the system's focus on how the outcomes of clinical interventions and recommendations will benefit patients led us to conclude that the system would be useful in developing guidelines that gave priority to the standpoint of patients. In evidence-based medicine (EBM), developing guidelines based on the GRADE system is now an international norm. On the other hand, the use of the GRADE system in clinical guidelines has hardly ever been tried in Japan before, requiring proper understanding of the system and meticulous handling of literature on our part. We also plan to use the GRADE system in the ongoing work for updating the first series of six guidelines mentioned above, based on the sunset rule (Sunset rule: guidelines in existence for long periods after their initial publication are discarded as their validity can no longer be guaranteed).
As mentioned above, the newly published JSGE guidelines were developed through close collaboration among other related societies in Japan, and contain methodologies and materials serving as standards in clinical gastroenterology in Japan. As such, we decided to distribute them internationally in the form of an English-language paper.
Needless to say, considerable time and energy is needed to produce clinical practice guidelines, but much can be gained from that process. Above all, we hope that these guidelines will raise the level of clinical gastroenterology and contribute to providing proper care for the sake of patients.
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Process of developing the guidelines
Initiation of the development of the JSGE clinical practice guidelines 2014
The JSGE had already published its guidelines on six diseases, namely, gastroesophageal reflux disease (GERD), peptic ulcer disease, liver cirrhosis, Crohn's disease, gallstone disease, and chronic pancreatitis, in Japanese, and distributed them, together with their sister versions for laypeople, to JSGE members. These guidelines are sold in bookstores, widely used even by people who are not JSGE members, and the contents are often cited in other publications.
Considering the need and importance of having proper guidelines on the so-called common diseases, the JSGE Clinical Practice Guidelines Steering Committee (Table 1) conducted, in June 2005, a questionnaire survey on JSGE councilors to collect their views on priority diseases for which additional guidelines should be developed and published. Based on the results of the survey, the committee decided to prepare additional guidelines for functional gastrointestinal disorder, colorectal polyp, and NAFLD/NASH, and to establish the Guidelines Committees. In the subsequent process of developing the guidelines, it was further decided that two separate guidelines, one for functional dyspepsia (FD) and one for irritable bowel syndrome (IBS), should be developed for functional gastrointestinal disorders, bringing the total number of additional guidelines to four.
Based on a project plan and timeline for developing the four guidelines, which were submitted by the Clinical Practice Guidelines Steering Committee, the JSGE secured funding for the project, and the work of preparing the guidelines was started.
Composition of the clinical practice guideline committee
Each Guideline Committee consists of the Chair, the Guideline Writing Committee, and the Guideline Assessment Committee. It should be mentioned that the JSGE Clinical Practice Guidelines 2014 were developed with the strengthened cooperation of societies closely related to each disease, with JSGE forming the core. In other words, the guidelines on functional gastrointestinal disorders were developed with the cooperation of the Japanese Gastroenterological Association and the Japanese Society of Neurogastroenterology; the guidelines on colorectal polyp, with the cooperation of the Japanese Gastroenterological Association, the Japanese Society of Gastrointestinal Cancer Screening, Japan Gastroenterological Endoscopy Society, the Japan Society of Coloproctology, and the Japanese Society for Cancer of the Colon and Rectum; and the guidelines on NAFLD/NASH, with the cooperation of the Japan Society of Hepatology. We would like to express our sincere appreciation to these societies. While a wide variety of guidelines are being developed today, it is truly significant to have multiple specialist societies working together, based on shared understanding, to prepare the guidelines for common diseases for the benefit of daily J Gastroenterol (2015) 50: 4-10 5 clinical practice. It is hoped that such a collaborative approach by related societies continues to be adopted in the future in an effort to prevent discrepancies between different guidelines.
Process of developing the clinical practice guidelines and universality of their contents
Conflict of interest (COI)
The members of the JSGE Clinical Practice Guidelines Steering Committee make conflict of interest (COI) disclosure to JSGE's COI Committee every year. All members of the Clinical Practice Guideline Committees for the four types of diseases made their COI disclosure prior to the writing of the guidelines, in an effort to prevent economic-related bias in the contents of the guidelines. Moreover, by building a system of collaboration with multiple related societies as mentioned above, an effort was made to avoid a conflict of scientific interest so as to prevent JSGE from solely promoting its scientific interest.
Economic independence
The JSGE bore all costs and expenses related to the writing and publication of the four JSGE Clinical Practice Guidelines 2014, without receiving any funding, donations, etc., from pharmaceutical or other companies.
Notes on the use of the guidelines Although the Guideline Writing Committee and the Guideline Assessment Committee of the JSGE guidelines are responsible for the contents of the guidelines, the attending physician should be responsible for the outcomes of the actual clinical care provided. Generally speaking, the contents of the JSGE Clinical Practice Guidelines are meant to assist decision-making in clinical practice and are not to be used as exhibits in medical practice suits, etc.
Purpose of the JSGE Clinical Practice Guidelines 2014
The purpose of the JSGE Clinical Practice Guidelines 2014 is to develop and publish guidelines on the so-called common diseases that clinicians often encounter in the field of gastroenterology and contribute to providing appropriate care for patients.
Study population (disease)
The study population (disease) is patients diagnosed with or suspected of having one of the four types of diseases. The laboratory tests, treatment, and instructions on drug dosage and use contained in the guidelines are basically for use in adults and are not applicable to children.
Users
The users of the guidelines are general clinicians treating lesions of digestive organs. The users should note that the guidelines are meant only as a general guide and that they need to base their decisions cautiously in consideration of individual patients' opinions, age, complications, and social conditions.
Method for writing the clinical practice guidelines

Scoping
The Guideline Writing Committees for the four Clinical Practice Guidelines began by compiling the clinical and epidemiological characteristics of each disease as well as the healthcare background in Japan (particularly in relation to care provided from medical insurance payments). Based on this compilation, each Writing Committee deliberated on the scope of the guidelines and on the key clinical issues for which recommended care should be presented. The scoping document was approved after review by the Guideline Assessment Committee. With respect to functional dyspepsia (FD) in particular, the term ''functional dyspepsia'' was added for insurance payment purposes for the first time in Japan in May 2013. Moreover, the publication of our clinical practice guidelines for this disease helped to attract attention to the disease as well as lay the foundation for providing accurate diagnosis and better treatment for patients with functional gastrointestinal disorders. The guidelines, however, do contain a caveat that as acotiamide is the only drug covered by insurance in Japan for FD today, the treatment recommended in the guidelines has certain limitations in terms of insurance coverage.
In July 2011, the Guidelines Steering Committee deliberated on the basic policy and timeline for the writing of the guidelines, and decided to adopt the concepts of the GRADE system (reference ) in the writing of the guidelines. The first GRADE system workshop was held in the same month, and the work of drawing up clinical questions (CQs) was started.
Preparation of clinical questions (CQ) and literature search
Based on the key clinical issues identified in the scoping document, each Guideline Writing Committee prepared the clinical questions (CQs), which were approved after review by the Guideline Assessment Committee.
Starting in November 2011, the Writing Committee extracted keywords from the CQs to search and collect scientific literature from MEDLINE and Cochrane Library databases for English-language literature and from the Japan Medical Abstracts Society (JAMAS) database for Japanese-language literature. The keywords, search formulas, and search periods used for the search are expected to be shown on the JSGE website. The search period was set between 1983 and September 2011. All literature from outside this period was specified as such. Literature that missed the keyword search, but nonetheless needed to be cited in the guidelines, was specified as hand-searched literature.
From the collected literature, the committee selected clinical studies on human subjects and excluded literature on animal experiments or genetic research. The experts' personal opinions that were not based on patient data were used as reference but not as evidence.
Systematic review methodology (assessment of a body of evidence)
Literature review: preparation of structured abstracts The committee further narrowed down the literature through primary and secondary screening, and created structured abstracts containing study design (Ref. [1] ; Table 2 ) and other information about the selected papers.
The committee rated the risk of bias for RCTs and observational studies (Table 3) . It assessed a body of evidence by referring to the concepts of the GRADE system (Ref. [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] ; Table 4 ), and determined and recorded the quality of a body of evidence for each CQ (Table 5) .
Method for defining the quality of evidence The same four categories were used for rating the quality of evidence for both papers from abroad and Japan. To prepare recommendations for CQs, the committee identified outcomes for each CQ, evaluated the benefits and harms, and rated the quality of a body of evidence across multiple literature using the quality categories identified in Table 4a-d).
As for the insurance coverage for each of the evidence presented in the guidelines, it was mentioned in the body of the text of the guidelines only if there was no insurance coverage.
Determination of the strength of recommendations
Based on the results obtained from the above work, the committee wrote and presented the draft recommendations for treatment. It then organized a consensus meeting to decide on the strength of each recommendation. We are moderately confident in the effect estimate:
The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
(C) Quality of evidence-low Our confidence in the effect estimate is limited:
The true effect may be substantially different from the estimate of the effect (D) Quality of evidence-very low
We have very little confidence in the effect estimate:
The true effect is likely to be substantially different from the estimate of effect
The strength of each recommendation was rated based on the four criteria of (1) strength of the evidence, (2) patients' preferences, (3) benefits and harms, and (4) cost assessment. The meeting participants voted based on the Delphi method and nominal group technique (NGT), and the consensus was deemed to have been reached with 70 % or more in agreement. If a consensus was not reached after the first round of voting, they participated in the successive iterations of voting, following announcement of the results in the first voting round and discussions that also considered the state of healthcare in Japan. The committee made a synthetic assessment of the results to determine the strength of each recommendation (Table 6 ) and indicated it the box provided in the guidelines.
The strength of a recommendation was indicated as either ''1'' (strong recommendation) or ''2'' (weak recommendation). Because the expressions ''recommend strongly'' and ''recommend weakly'' did not sit well in the text of the guidelines, the committee used the expressions shown in Table 6 .
Public comment
The draft guidelines were made public on the JSGE website in December 2013 for public comment. The comments were used to make the final revisions to the draft.
Implementation
The four JSGE Clinical Practice Guidelines 2014 were distributed to JSGE-accredited institutions and other related institutions. The guidelines are also available on the JSGE website, and can also be purchased as publications from stores.
Updating the JSGE clinical practice guidelines 2014 JSGE plans to update the guidelines at an appropriate time, with the JSGE Guideline Committee playing the central role in the task.
